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INHIBITION OF P38 MITOGEN-ACTIVATED PROTEIN KINASE SUPPRESSES 
INTERLEUKIN-1 ^EXPRESSION AND PREVENTS PROGRESSION OF 
CARDIAC HYPERTROPHY AND CONGESTIVE HEART FAILURE IN RATS. 

Akira Shimamoto, Tomoyuki Oda, Hiroshi Kodama, Masahiro Shimada, Shinji 
Kanemitsu Kazuya Fuj.naga, Motoshi Takao, Koji Onoda, Takatsugu Sh mono 
Kun.yosh. Tanaka, Hideto Shimpo, Isao Yada, MIE Univ Sch of Medidne Tsu 

Background: Proinflammatory cytokines have been reported to participate in 
cardiac hypertrophy and congestive heart failure (CHF) induced bJnSSmteJ 
overload. Intercellular signaling leading to proinflammatory cytlne3SSton 
involves m.togen-activated protein kinase (MAPK). We evaluated the effects 
of a m MAPK inhibitor in Dahl salt-sensitive rats (DS) wit . hypertensS 
.nduced .eft ventricular (LV) hypertrophy at risk of progression to CHF Methods* 

(rawe^^^T f ° Ur H 9roups: a ™ in which * m MAPK inhibl 
(FR167653 2 mg/kg/day) was administered from age 7 weeks when we initiated 

beSnnina " V^T' ™ 11W in which ' R167653 was adminis e red 
whfh FRifi7«U 6kS ' °° nCentriC LV h yP ertr °Phy appeared; a 15W in 
* 167 f was adm,n,stered beginning at 15 weeks, when CHF 
developed; and an untreated group (UN). Dahl salt-resistant rats (DR), a control 
r!' R r n0t 9iven FR16765 3- ^sults: At 19 weeks of age, interleukin-1|3(IL- 
1P) mRNA express.on was significantly less in all treated groups than in UN 
(p<.01) indeed nearly the same as in DR. Expression of monocyte 

did aCtam Pr0t6in " 1 (MCP - 1 ) mRNA and the number ° f macrophages in LV 
D esence rtLvV^JfT ^ Echocardi °9raphical findings indicated the 
presence of LV concentric hypertrophy in 11W and LV wall dilation in 15W but 
no such changes .n 7W, and preserved LV wall motion in all treated groups 
^r«T P < V ^? Cyte 4 S and increased interstitial fibrosis were observed in LV 
sections from 11W, 15W, and UN but not in 7W or DR. All UN had died of 
pulmonary congestion due to LV dysfunction by 22 weeks. The survival rate at 22 
weeks was 90% in 7W, 50% in 11W, and 30% in 15W groups Kap an Mefer 
u7VlX? demonstr * ted a si 9ni«cant improvement in 7W (p=M5)Z 

sules^ M R C °TI ed T th UN< Conclusion: Th * B38 MAPK inhibitor 
suppressed ^production by macrophages infiltrating the LV in response to 
MCP-1 . The inhibitor prevented progression of cardiac hypertrophy and CHF. 



